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REMARKS 

Action dated 04 August 2005, the Exanriner noted that the listing of 
if ication is not a proper infonnadon disdosuie statement, noted that the 
150 words and includes legal phraseology "said;" noted typographical errors 
ijoted the location of the brief descr^on of the f ^ures; objected to Claim 12 
7 not Claim 1; i^"eaed Claims 13 and 14 under 35 US.G S102(b) as being 
m et aL; rejected Oaims 1, 2, 3, 6, 15, 16. 18, and 19 under 35 US.C §102(e) as 
s et aL; requested confirmation legaidit^ subject marcer being commonly 
7, 8, 9, and 12 under 35 U^,C Sl03(a) as being unpatentable over Glass et 
4, 5, 10, 11, and 17 under 35 U.S.C §103(8^ as being unpatentable over 
Callahan etaL 



tie 



have carefully reviewed the Examiner's rejections and correspondingly the 
following remarks regarding same. 



Tnfomia lioii Disdos me Statement 



Apphcdxi ts have amended the specification to delete the listing of references and they 



^ be included in a 



later-filed IDS in accordance with 37 CFR 1.98, 



Specific ition 



The 

phraseology, and is 
language, phntseob^, 
objection. 



Exa miner further noted that the Abstraa contains in^ioper language, legal 
: onger than 150 words, -^plicants have amended the Abstract for proper 
f, and kngth. Therefore, it is believed that the Applicants have overcome this 



and amended the 
Applicants have 



The 

comport wida the 
amended the 



The Exs mirier objected to the disclosure due to iriforrnaKties. Applicants hacve reviewed 
di iclosure to clarify those informalities found Therefore, it is believed that the 
overcome this objection. 



Exs miner] 



noted the location of the brief description of the figures does not 
pi efened layout for the spedficarion of a udliiy application. Applicants have 

by adding the paragraph dried **Btief Descr^rion of the Drawings*" just 



specification 
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I titled •'Detailed Desci^n of the PreferrcdEiiJ^^ Therefore, it is 
believed that the App licants have overcome this objecrion. 



The E xai ciiner objeaed to Oaim 12 on his belief that it is dependent Claim 7 and 
notOaiml. ApplicsntshaveamendedClaimlZtoclarifythaiitisde^ 
Therefore, it is belief ed that the ^licants have overcococ this objection. 



TheE: 
by Callahan et aL 
Qaims 13 and 14 
Wrth regards to 



xaininer] 



rejected Oainis 13 and 14 under 35 U.S.C Sl02(b) as being antic^iated 
(6424,423B1). The Applicants respectfully traverse the Examiner's rqcction of 
35 US.C Sl02(b) as being anticipated by Callahan « aL (6;324,423B1). 
13 and 14, the Exaxniner noted 



under; 



GaLns 



subjea (coL 
interval (coL 
origanizing " 
analj^gtht 



C allahan ex aL disclose a method invohnng providing a drug to a 
line 6), collecting beat-to-beat data repieseming a cardiac 
3, line 67), defining bins with vahie ranges (coL 4, line 1), 
ta into bins to create a composite histogram and statistically 
composite histogram after exposure to the drug (Fvg. 16). 



doa 



hisK^rams being coEupared 



comparing QT i 
utiation studies* 



mex^es 



Further, 
histogram that 
mean and standard 
con^>a[ring two or 
two or more 
single patient's 
drug-i 

or disclose using a 
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Af^licadts respectfully disagree with the Easaminer's conclusions. In particular, the 
Qllahan reference cjoes not disclose or xeach any reference to a particular subjea's QT interval 

before and after administration of a drug. Callahan does teach 
inteilval histograms of normal subjeas, subjects wh long QT syndrome, and dn^ 



the CkDahan reference does not teach any reference to the use of a composite 
many patients* data into a oonq)osite data set or "population," faom which a 
leviationiscakulaxed Additionally, Use Callahan reference does not teach 
:e populations against each other to check for statistical differences between 
populAions, nor does it teach comparing a population composite histogram against a 
isiogramto determine ^^4iat population (e.g. normal, congenital disorder, or 
induced damate(^ that particular patient bebngs. Thus, the Callahan reference does not teach 
< omposite hist£^ram as described above, (Pg- 19, First Paragraph) 
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the caiahan reference teaches beai-to-beat binning of QT and QTc 
to the analj^is of onlythe ouilien bycalcial^^ 
threshold from the collected data sec Fxuthermoie, the Gsdlahan reference does 
analyze central tendency, skewness, shape of histt^rams, variance, kmtosis, 
of the histognun as appmpiiate for Gaussian or non-Gaussian 
in Applicants' applicatioa (See Figures 1-6) 



pr^peities < 



I disclosed 

For exan pie, F^uie 6 sho^ the comparison between a con^siie histogram for a 
patient with congenii al QT syndrome and a set of normal data, the comparison showing that a 
Smdent t-test proves that the litelihood of the patient's histogram vras san^led from die same 
popularbnsetasthenoimalwaslessdmoneinamil^ Hie sharpness and conclusiveness of 
these results shows t le improvenient of AppKcants* application over a standard 12-Iead ECX5, 
whi<i does not provide for die beac-to-beatdja»m^ Figure 6 further shows 

how Applicants' application is an effecdve diagnosric test in that it provides a quantitative 

► < >r more sets of QT and Qfr^ intervals, such as for comparison of a group of 
I J ifter a dn^ treatmem. It also provides application of a variety of starisrical 



comparison of two 
patients before and 
methods to define whether two or more sets of intervals are different. 



compaied with a 
pharmaceutical or 
reference. Inadditii 
does not teach each 
died Callahan 
Applicants believe 
reference. 



tiati 



TlieAp 
18, and 19 under 35 
Examiner noted: 



Applicarlts have amended Qaim 13 to clarify that the sxibjea's composite histogram is 
CO] nposire histogram for a group of subjects that are not provided the 
o her ther^>euric agent, TTiis element is not tat^ht or disclosed by the Callahan 
ion, the Applicants have amended Oaim 14 to clarify that the Callahan reference 
andcveiyelernemof Claims 13 and 14 of the present appKcariotu 'nius,the 
reference faik to rneet an the elernems recited and dalmed in Oa^ 13 and 14, and 
Claims 13 and 14 are allowable under 35 U-S*C SlQ2(b) overthe QDahan 



Jicants lespectfullytraverse the Examiner^s rejection of Qaims 1, 2, 3, 6> 15, 16, 
US.C Sl02(e) as being anticipated by Glass et aL (2005/0 165320), as the 



31ass et aL disclose a method for detecting cardiac arrhythmja 
based on co mparing a subjea's histogram with composite histograms of R-R 
intervals aft ir e:j?>osure to a dnjg fear, 0012)* In regards to claim$^16 and 18, 
the xodividv al his^nun is compan^d to a set of subjects who are " normal" 
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for a given R R mierval to detfimmie if the individual is from the groujp used 
to construct t \ie composite curve. In regards to daim 19, the composite 
curves arc de wed from subjects -with baseline characteristics and the 
individual his :ogiam is derived fiom a potenrially nonnal subjccu 

Applicam s respectfully disagree widi the Examinei^s conchsions* In panicular, the 
Glass reference teact es detecting blocks of successive R-R intervals among a larger data set of R-R 
vahiesforanindividiialsubjeaandihencalculaa^ Atypical block 

size is taught as conr >rising 100 successive R-R intervals- In calcularii^ the mean value, the btocb 
of individual R-R int ?rvals are averaged, which mimniir^ the understanding of the beat-to-beat 
variabilityinhereniir inwrvaldata. (Paragraph 0047) Ihe mean value for each cakulaied block is 
then identified as falling into one of sixteen different classes, each class consisting of a range of time 
for a particular histoj jram Each block's mean value is then plotted on the histogram consistent 
with the incrcinental R-R intervals for each individual subj^ A standard R-R probability density 
histc^ram is then coi iq)iled by lumping data together from all die subjects in the group, (Patagraph 
0047) Next, Glass t( aches generating similarly a histogram for a particular test patient and then 
comparing the test patient*s histogram to the standard histogram to deteimine ^therthe subjea 
has C3q)erienced atiis 1 fibrillation. (Paragrq}hs 0047 - 0052) 



It is well 
changes over both 
Applicams* 
generating the stan< 
in QT interval data 
short-teim variadonb 



die 



Descripiion,Pagi 



1^ 



beac-to-beat QT inn 



acomposrce 
derived from a 
perfonning statistic; 
the group. (See 
QT interval into a 



grotp 



Cam 



known among those skilled in the an that QT intervals undergo s^nificant 
short and long term due to Orcadian riiythms and autonomy (See 
;e 10, Last Para.; Page 11, 2nd Para.) By averaging the data collected for 
idkrd histogram and the patient's histogram, the beat-to-beat variabiliTy inherent 
minimized Further, the averaging of data may obscure these significant 
in QT intervals. 



Cbnvers^y, the Applicants' application disctoses and claims, in part, colleciing individual 
:rvals from hi^-iesolution AEOGs, defining a plurality of bins, organizing eadl 
nf rhg cQllectBd baaf To^beat d ata tmo one of the phmliivof bins to create a histOgyjun , canstruCPttg 

the contents of each bin froma set of individual histograms 



histogr mi by summing 1 



of recording taken from several individuals with common characteristics, and 
:i a analysis on the combined histogram to define the statistical characteristics of 
1) Tbe i^plicants' application discloses and claims placing each individual 
t|in so that the beat-to-beat measuiements retain the natural variability data that 
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calculating a parieni^s risk of dysihyth^ (See Applicants' 

Paia.) 



The 

specifically, the Glasi 
ihe coUeaed beai;; 



|o-beat 



data and the value 
Since the Glass rcfer ince 
value, it minimizes tlie 
claimed in Applicam 
in Applicants* amenc ed 
corresponding amen 
reference. Applicants 

under 35 US.CSlo|0 
claims. 



of the bin to create a histogram-'' (See i^plicants' amended Claim 1) 
averages the blocks of 100 individual R-R iirtervals to produce a mean 
beat-io-beat variability of the individual QfT intervals as diseased and 
Oaim L 1hus> the died Glass reference fafls to meet all the elements recited 
independent Oaim 1, and i^licants belififve that Claim 1 and 
ifid independent Oaim 15 ate aUowable under 35 US.C S102(e) over the Glass 
also believe that dependent claims 2, 3, 6, 16 , 18, and 19 aie also allovrable 
fe) over the Glass reference, since these claims depend on allowable base 



Regaxidirg 



thaftthesubjea 
covered thereiix. 

The 

under 35 US,C 
noted- 



man er 



groi^to 
would have 
invention tc 
from the 



TheGkss 
specifically, the Gla >s 
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reference does not teach each and every element of Applicants' application; 
reference does not teach or claim Applicants' limiiauon, "organizing each of 
data into one of the plurality of bins in accordance with the vahje of the 



the Esfiuniner's mention of the duty under 37 CFR 1.56, i^plicarrcs confirm 
' of the various claims was commonly owned at die time of die irrveruions 



Apilicants respectfully traverse die Examiner's rejection of Claims 7, 8, 9, and 12 
§10 J(a) as bdng unpatentable over Glass et aL (2005/0165320), as die Examiner 



( ?lass et al. substarrdally disclose the claimed invention except for 
comparing 2 hist<^ram from one group of subjects to another histogram 
from another group of subjects. Itis well known in the ait to compare 
characierisri such as means, standard deviations, and histograms of two 
dt itermine if diey are fi^m the same population. Therefore, it 
been obvious to one having ordinary sldll in die art at die time of 
use two composite histograms to determine if two groups are 
populatiorL 



same 



reference does not teach each and every element of Applicants' applicadon; 
reference does not teach or claim Applicants' limitation, "organizing each of 



PACE 14/20 * RCVD AT 12/5/2005 2:19:21 PM [Eastern Standard 



12-05-05 12:20 



Fron-PATTON BOGGS 



T-1G8 P. 15/20 F-172 



Application No.: 10/ 



the collected beat-to^ seat 



r32Lge 
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data and the value 
Since the Glass 
vahie, ii ixuniinizes 
dainied In j^plicant'ls 
in Applicants' 
35U5.G S103(a) 
12 are ako allowable 
a]l0\(di)]e base claims 



c data into one of die plmalky of bins in accordance 
of the bin to create a histogram." (See ^plicants* amended CJaim 1) 
averts the blocks of 100 individual R-K intervals to produce amean 
beac-io-beat variability of the individuai QT intervals as disclosed and 
Oaiml. Thus, the cited Glass reference faik to rneetaU the eknientsred^ 
aaim7, and Applicants believe that QaimZ is allowable under 
the Glass reference. Applicants ako believe that dependent claims 8, 9, and 
under 35 US.C §103(^ over the Glass reference, since these claims depend on 



amenc ed independent ^ 



The App icants res 
17under35US.CSlO30 
Callahan etaL, as tbe|£: 



e2cceptforar 
obtaining an 
histogram to 
amplitude to 
using an 
recording oi 



>\3tside< 
individiial hi ^togram 



groups 



the two 
obvious to 
measure an 
time, use an 
recording oi^i 
EOGrccoi 
histogram tc 
groups ai« 
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^ .^jpecrfully traverse the Exanainer's rejection of Oaims 4, 5, 10, 11, and 
[a) as being unpatentable over Glass et aL (2005/0165320) in view of 
Ixaminer noted: 



Qlass et aL disdose the essential features of the claimed invention 
interval measurement comprising an amplitude measurement, 
ambulatory EGG recording, and comparing an individual 
a placebo histognoa C^lbhan ei al teach of meas u ri n g an 
create histograms based on variables odier than time (claim 4), 
aml^ulatoiy EGG recording device to allow loi^-term EGG 

of a cKnical environment (claim 5), and comparing an 
t,.am to a placebo histogram to determine the probability that 
are the same (coL 9, line 17) » Therefore, it woiJd have been 
™^ having ordinary skill in the arc at the time of the invention lO 
jmplitude to create histograms based on variables other than 
ambulatory EGG recon^i^ device to allow k^j^-ierm EGG 
tside of a clinical envipDnmeni, and device to allow tong-teim 
ng outside of a clinical eirvirorunent, and con^>are an individual 
a placebo histogram to detezmine the probability that the two 



one J 



rdlng 



t le same. 

As argu£ d above, neither the Glass reference nor the Callahan reference teaches 
'*organizing ^^/-K nf th^ rnll^d beat-to-beat data into one of the idurality of bins to create a 

in Applicants' amended independent Claims 1, 7, and 15 from-wiiich C3airos 4, 
5, 10, 11, and 17 res pecrivdy depend. Thus, the cited Glass reference and the ciied Callahan 
reference fails to les ch all the elements redied in ^)plicants' amended independent Claims 1, 7, and 
15, and Applicants l^eUkve that Oaims 1, 7, and 15 are allowable under 35 US.C Sl03(^ over the 
Glass reference- Ajplicants also believe that dependent Claims 4, 5, 10, 11, md 17 are also 
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US,C, §1 03(a) over the Glass reference in view of the Callahan refierciicc^ since 
on allowable base claims. 



In view 
applicanon la in 
fee are attached, 
under Order No. 



of the above amendments and remarks. Applicants believe the pending 
condition for allowance. A Pctidon For Extenaion Of lime and die corresponding 
If any additional fee is due» please charge our Deposit Account No. 50-1848, 
Og3435-0l0lPTUS fiom which the undersigned is authorized to draw. 



Dated: /gg ^ggi^ aag^ 



Customer No. 24:^83 



Respectfully submitted^ 
PATTON BOGGS LLP 

By; , 

V. Craig Bekir 
Rcgisccaiion No.: 49,056 
(214) 758-6631 
(214) 758-1550 (Fax) 
Aitomcy for Applicants 
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